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PROCARDIA*  InlledininiJ  Capsules  For  Oral  Use 

INDICATIONS  AND  USAGE:  I.  Vasospastic  Angina;  PROCARDIA  (nifedipine)  is  indicated  lor  the  man- 
agemert  ot  vasospastic  angina  confirmed  by  any  of  the  following  criteria:  1 )  classical  pattern  of  angina 
at  rest  accompanied  by  ST  segment  elevation,  2)  angina  or  coronary  artery  spasm  provoked  by  er- 
gonovine,  or  3)  angiographicalfy  demonstrated  coronary  artery  spasm .  In  those  patients  who  have  had 
angiography,  the  presence  of  significant  fixed  obstructive  disease  is  not  incompatible  with  the  diag¬ 
nosis  of  vasospastic  angina,  provided  that  the  above  criteria  are  satisfied.  PROCARDIA  may  also  be 
used  where  the  clinical  presentation  suggests  a  possible  vasospastic  component  but  where  vasospasm 
has  not  been  confirmed,  e  g.,  where  pain  has  a  variable  threshold  on  exertion  or  in  unstable  angina 
where  electrocardiographic  findings  are  compatible  with  intermittent  vasospasm,  or  when  angina  is 
refractory  to  nitrates  and/or  adequate  doses  of  beta  blockers.  II.  Chronic  Stiblo  Angina  (Classical 
Effort-Associated  Angina):  PROCARDIA  is  indicated  lor  the  management  of  chronic  stable  angina  (ef¬ 
fort-associated  angina)  without  evidence  of  vasospasm  in  patients  who  remain  symptomatic  despite 
adequate  doses  of  beta  blockers  and/or  organic  nitrates  or  who  cannot  tolerate  those  agents .  In  chronic 
stable  angina  (effort-associated  angina)  PROCARDIA  has  been  effective  In  controlled  trials  of  up  to 
eight  weeks  duration  in  reducing  angina  frequency  and  increasing  exercise  tolerance .  but  confirmation 
of  sustained  effectiveness  and  evaluation  of  long-term  safety  in  these  patients  are  incomplete  Con- 
trulled  studies  in  small  numbers  of  patients  suggest  concomitant  use  of  PROCARDIA  and  beta-block¬ 
ing  agents  may  be  beneficial  in  patients  with  chronic  stable  angina,  but  available  information  is  not  | 

sufficient  to  predict  with  confidence  the  effects  of  concurrent  treatment,  especially  in  patients  with  j 

compromiseo  left  ventricular  function  or  cardiac  conduction  abnormalities  When  introducing  such  | 

concomitant  tnerapy.  care  must  be  taken  to  monitor  blood  pressure  closely  since  severe  hypotension  j 

can  occur  from  the  combined  effects  of  the  drugs  (See  WARNINGS.)  CONTRAINDICATIONS;  Known 
hypersensitivity  reaction  to  PROCARDIA  WARNINGS:  Excessive  Hypotension:  Although  in  most  pa¬ 
tients.  the  hypotensive  effect  of  PROCARDIA  is  modest  and  well  tolerated,  occasional  patients  have 
had  excessive  and  poorly  tolerated  hypotension .  These  responses  have  usually  occurred  during  initial 
titration  or  at  the  time  of  subsequent  upward  dosage  adjustment,  and  may  be  more  likely  in  pakients  ' 

on  concomitant  beta  blockers.  Severe  hypotension  and/or  increased  fiuid  voiume  requirements  have 
been  reported  in  patients  receiving  PROlJARDIA  together  with  a  beta  blocking  agent  who  underwent 
coronary  artery  bypass  surgery  using  high  dose  fentanyl  anesthesia.  The  interaction  with  high  dose 
fentanyl  appears  to  be  due  to  the  combination  ot  PROCARDIA  and  a  beta  blocker,  but  the  possibility 
that  it  may  occur  with  PROCARDIA  alone,  with  low  doses  of  fentanyl.  in  other  surgical  procedures,  or 
with  other  narcotic  analgesics  cannot  be  ruled  out.  In  PROCARDIA  treated  patients  where  surgery  us¬ 
ing  high  dose  fentanyl  anesthesia  is  contemplated,  the  physician  should  be  aware  of  these  potential 
problems  and.  if  the  patient's  condition  permits,  sufficient  time  (at  least  36  hours)  should  be  allowed 
for  PROCARDIA  to  be  washed  out  of  the  body  prior  to  surgery  Increased  Angina:  ()ccasional  patients 
have  developed  well-documented  increased  frequency,  duration  or  severity  of  angina  on  starting 
PROCARDIA  or  at  the  time  of  dosage  increases  The  mechanism  of  this  response  is  not  established 
but  could  result  from  decreased  coronary  perfusion  associated  with  decreased  diastolic  pressure  with 
increased  heart  rate,  or  from  increased  demand  resulting  from  increased  heart  rate  alone.  Bata 
Blackar  Wlibdrawal:  Patients  recently  withdrawn  from  beta  blockers  may  Ucvciu),  a  withdrcv/a!  sy"- 
dtome  with  increased  angina,  probably  related  to  increased  sensitivity  to  catecholamines  Initiation  ot 
PROCARDIA  treatment  will  not  prevent  this  occurrence  and  might  be  expected  to  exacerbate  it  by  pro¬ 
voking  reflex  catecholamine  release  There  have  been  occasional  reports  of  increased  angina  in  a  set¬ 
ting  of  beta  blocker  withdrawal  and  PROCARDIA  initiation.  It  is  important  to  taper  beta  blockers  if 
possible,  rather  than  stopping  them  abruptly  before  beginning  PROCARDIA.  Congestive  Heart  Fail¬ 
ure:  Rarely,  patients,  usually  receiving  a  beta  blocker,  have  developed  heart  failure  after  beginning 
PROCARDIa.  Patients  with  tight  aortic  stenosis  may  be  at  greater  risk  for  such  an  event  PRECAU¬ 
TIONS:  General:  Hypotension:  Because  PROCAR  DIAdecreases  peripheral  vascular  resistance,  careful 
monitoring  ot  blood  pressure  during  the  initial  administration  and  titration  of  PROCARDIA  is  sug¬ 
gested  Close  observation  is  especially  recommended  lor  patients  already  taking  medications  that  are 
known  to  lower  blood  pressure.  (See  WARNINGS.)  Peripheral  edema:  Mild  to  moderate  peripheral 
edema,  typically  associated  with  arterial  vasodilation  and  not  due  to  left  ventricular  dysfunction,  oc¬ 
curs  in  about  one  in  ten  patients  treated  with  PROCARDiA.  This  edema  occurs  primariiy  in  the  lower 
extremities  and  usually  responds  to  diuretic  therapy  With  patients  whose  angina  is  complicated  by 
congestive  heart  failure,  care  should  be  taken  to  differentiate  this  peripheral  edema  from  the  effects  ot 
increasing  left  ventricuiar  dysfunction  Laboratory  tests:  Rare,  usuaily  transient,  but  occasionally  sig¬ 
nificant  efevations  of  enzymes  such  as  alkaline  phosphatase.  CPK.  LDH.  SGOT  and  SGPT  have  been 
noted.  The  relationship  to  PROCARDIA  therapy  is  uncertain  in  most  cases,  but  probabie  in  some 
These  laboratory  abnormalities  have  rarely  been  associated  with  clinicai  symptoms,  however,  chole¬ 
stasis  with  or  without  jaundice  has  been  reported  Rare  instances  of  allergic  hepatitis  have  been  re¬ 
ported.  Limited  clinical  studies  have  demonstrated  a  moderate  but  statistically  significant  decrease  in 
platelet  aggregation  and  increase  in  bleeding  time  in  some  PROCARDIA  patients  No  cTnicai  signifi¬ 
cance  for  these  findings  has  been  demonstrated.  Although  PROCARDIA  has  been  used  safely  in  pa¬ 
tients  with  renal  dysfunction  and  has  been  reported  to  exert  a  beneficial  effect  in  certain  cases,  rare, 
reversible  elevations  in  BUN  and  serum  creatinine  have  been  reported  in  patients  with  pre-existing 
chronic  renal  insufficiency.  The  relatiohship  to  PROCARDIA  therapy  is  uncertain  in  most  cases  but 
probable  in  some.  Drug  interactions:  Beta-adrenergic  blocking  agents:  (See  Indications  and  Warn¬ 
ings.)  Experience  in  over  1400  patients  in  a  non-comparative  clinical  trial  has  shown  that  concomitant 
administration  ot  PROCARDIA  and  beta-blocking  agents  is  usually  well  tolerated,  but  there  have  been 
occasional  literature  reports  suggesting  that  the  combination  may  increase  the  iikeiihood  of  congestive 
heart  failure,  severe  hypotension  or  exacerbation  of  angina.  Long-acting  nitrates:  PRDCARDIA  may  be 
safely  co-administered  with  nitrates,  but  there  have  been  no  controlled  studies  to  evaluate  the  antian- 
ginal  effectiveness  of  this  combination.  Digitalis  Administration  of  PROCARDIA  with  digoxm  in¬ 
creased  digoxin  ievels  in  nine  of  twelve  normal  volunteers  The  average  increase  was  45%.  Another 
investigator  found  no  increase  in  digoxin  ievels  in  thirteen  patients  with  coronary  artery  disease.  In 
an  uncontrolled  study  ot  over  two  hundred  patients  with  congest!  ve  heart  failure  during  which  digoxin 
blood  levels  were  not  measured,  digitalis  toxicity  was  not  observed.  Since  there  have  been  isolated 
reports  of  patients  with  elevated  digoxin  levels,  it  is  recommended  that  digoxin  levels  be  monitored 
when  initiating,  adjusting,  and  discontinuing  PROCARDIA  to  avoid  possible  over-  or  under-digitaliza¬ 
tion  Coumarin  anticoagulants;  There  have  been  rare  reports  of  increased  prothrombin  time  inpatients 
taking  coumarin  anticoagulants  to  whom  PROCARDIA  was  administered.  Cimetidine;  A  study  in  six 
healthy  volunteers  has  shown  a  significant  increase  in  peak  nifedipine  plasma  levels  (80%)  and  area- 
under-the-curve  (74%)  after  a  one  week  course  of  cimetidine  at  KHIO  mg  per  day  and  nifedipine  at  40 
mg  per  day.  Ranitidine  produced  smaller,  non-significant  increases.  If  nifedipine  therapy  is  initiated  in 
a  patient  currently  receiving  cimetidine.  cautious  titration  is  advised.  Carcinogenesis,  mutagenesis. 

Impairment  of  fertility:  Nifedipine  was  administered  orally  to  rats  for  two  years  and  was  not  shown  to 
bn  carcinogenic.  When  given  to  rats  prior  to  mating,  nifedipine  caused  reduced  fertility  at  a  dose  ap- 
proxinr-ately  30  times  the  maximum  recommended  human  dose .  fn  vivo  niutagenicity  studies  were  neg¬ 
ative.  Fregnancy:  Pregnai.cv  Category  C.  Nifedipine  h.ns  seen  shown  to  be  teratogenic  in  rats  and 
embryotoxic  in  rats,  mice  and  labbits  There  are  no  adesJate  and  well  controlled  studies  in  pregnant 
women.  PROCARDIA  should  be  used  during  pregnancy  only  if  the  potential  benefit  justifies  the  poten¬ 
tial  risk  to  the  fetus.  ADVERSE  REACTIDNS:  The  most  common  adverse  events  include  dizziness  or 
lightheadedness,  peripheral  edema,  nausea,  weakness,  headache  and  flushing,  each  occurring  in 
about  10%  of  patients,  transient  hypotension  m  about  5%.  palpitation  in  about  2%  and  syncope  in 
about  0.5% .  Syncopai  episodes  did  not  recur  with  reduction  in  the  dose  of  PROCARDIA  or  concomitant 
antiarg'nzi  merUcaT'''  Additionally,  the  following  have  been  reported  : .  iscle  cramos.  nervousness, 
dyspnea,  nasal  anu  chest  congestion,  shortness  of  breath,  diarrhea,  cohstipation,  gastroi.'testinal 
cramps,  flatulence,  inflammation,  joint  stiffness,  shakiness,  jitteriness,  sieep  disturbances,  blurred 
vision,  difficulties  in  balance,  dermatitis,  pruritus,  urticaria,  fever,  sweating,  chills,  sexual  difficulties, 
thrombocytopenia,  anemia,  leukopenia,  purpura,  allergic  hepatitis,  gihgival  hyperplasia,  and  erythro- 
melalgia.  very  rarely,  introduction  of  PROCARDIA  therapy  was  associated  with  an  increase  in  anginal 
pain,  possibly  due  to  associated  hypotension.  In  addition,  more  serious  adverse  events  were  ob¬ 
served  .  not  readily  distinguishable  from  the  natural  history  of  the  disease  in  these  patients .  It  remains 
possible,  however,  that  some  or  many  of  these  events  were  drug  related.  Myocardial  infarction 
occurred  in  about  4%  of  patients  and  congestive  heart  failure  or  pulmonary  edema  in  about  2%. 

Ventricular  arrhWhmias  or  conduction  disturbances  each  occurred  in  fewer  than  0.5%  of  patients 
HOW  SUPPLIED:  Each  orange,  soft  gelatin  PROCARDIA  CAPSULE  contains  10  mg  of  nifedipine. 

PROCARDIA  CAPSULES  are  supplied  in  bottles  of  100  (NDC  0069-2600-66).  300  (NDC  0069-2600- 
72).  and  unit  dose  (10x10)  (NDC  0069-2600-41).  The  capsules  should  be  protected  from  light  and 
moisture  and  stored  at  controlled  room  temperature  59°  to  77°F  (15°  to  25°C)  in  the  manufacturer's 
original  container. 

More  detailed  prolessional  inlormation  available  on  request.  Revised  April  1985 
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Oral  Acyclovir  (Zovirax®): 
Major  or  Minor  Miracle? 
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Acquired  Immune  Deficiency 
Syndrome  (AIDS)  has  displaced 
genital  herpes  simplex  as  the  most 
publicized  sexually  transmitted 
disease.  But,  while  genital  herpes 
certainly  lacks  the  mortal  sequelae 
of  AIDS,  it  does  affect  large  num¬ 
bers  of  people,  causes  significant 
discomfort  and  can  result  in  serious 
complications,  such  as  aseptic 
meningitis,  autonomic  dysfunction 
with  urinary  retention,  and 
neonatal  infection.  The  Centers  for 
Disease  Control  estimated  in  1982 
that  5  million  to  20  million  Amer¬ 
icans  have  genital  herpes,  and  that 
the  number  continues  to  increase  at 
a  rate  of  300,000  to  500,000  new 
cases  per  year.’  Among  the  sexu¬ 
ally  transmitted  diseases,  genital 
herpes  ranks  second  in  incidence  to 
gonorrhea.  Genital  herpes  appears 
to  be  most  common  in  white,  sexu¬ 
ally  active  men  and  women  in  their 
twenties  and  thirties. 

Genital  herpes  results  from  in¬ 
fection  with  herpes  simplex  virus, 
one  of  a  family  of  viruses  which  in¬ 
cludes  varicella  zoster  (which 
causes  chicken  pox  in  children  and 


shingles  in  adults);  Epstein-Barr 
virus  (which  causes  infectious 
mononucleosis);  and  cytomegalo¬ 
virus  (which  causes  birth  defects 
and  transplant  complications). 
There  are  two  types  of  herpes 
simplex  viruses:  1)  Herpes  simplex 
type  1  (HSV'l)  is  generally  nonve- 
nereal  and  causes  cold  sores;  2) 
herpes  simplex  type  2  (HSV2)  is 
usually  venereal  and  causes  genital 
lesions.  A  small  proportion  of  the 
cases  of  genital  herpes  are  caused 
byHSVl.’-’^ 

Efficacy  aiid  Indications 

Oral  acyclovir  is  effective 
against  both  HSVl  s  nc  HSV2;  how¬ 
ever,  acyclovir  does  net  eliniinate 
latent  herpes  simplex  virus  and 
does  not  cure  genital  herpes. 
Rather,  the  drug  suppresses  the 
virus,  leading  to  reduced  duration 
of  acute  infection  and  lesion  heal¬ 
ing  and  decreased  frequency  of  re¬ 
currences.  For  initial  episodes, 
acyclovir  has  not  only  reduced  the 
length  of  infection  and  time  re¬ 
quired  for  healing,  but  also  de¬ 
creased  the  duration  of  pain  and 


new  lesion  formation  in  some  pa¬ 
tients.’’*’  The  more  promptly  the 
treatment  is  initiated,  the  more 
benefit  can  be  derived  from 
therapy.”'^ 

In  patients  with  frequent  re¬ 
currences  (>five  episodes  per  year), 
oral  acyclovir  taken  regularly  for 
up  to  six  months  has  reduced  the 
frequency  and/or  severity  of  recur¬ 
rences  in  greater  than  95  percent  of 
patients.  Recurrences  were  pre¬ 
vented  entirely  in  40  to  75  percent 
of  the  patients.’’  Currently,  how¬ 
ever,  suppressant  therapy  for  recur¬ 
rent  disease  in  those  with  mild  gen¬ 
ital  herpes  is  not  advised.  Im¬ 
munocompromised  patients  with 
recurrent  HSV  may  be  treated  with 
intermittent  or  chronic  suppressant 
therapy."  *’  The  efficacy  of  oral  acy¬ 
clovir  for  recurrent  episodes  is  a  sig¬ 
nificant  advance  over  previously 
available  forms  of  therapy  (i.e.,  top¬ 
ical  acyclovir  and  intravenous  acy¬ 
clovir),  since  these  were  indicated 
only  for  initial  episodes. 

There  have  been  both  in  vitro 
and  in  vivo  reports  of  HSV  resis¬ 
tance  to  acyclovir.  The  extent  and 
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